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In the post-cardiac sui^iy study <see CLINICAL STUD- 
IES), similar types of medical events were reported. In the 
1 mg ibutthde fiamarate treatment group (N=70), 2 patients 
(2.9%) developed sustained polymorphic ventricular tachy- 
cardia and 2 other patients (2.9%) developed nonsustained 
polymorphic ventricular tachycardia. Polymorphic ventricu- 
lar tachycardia was not reported in the 73 patients in the 
0.5 mg dose group or in the 75 patients in the 0.25 mg dose 
group. 

OVERDOSAGE 

Acute Experience In Animals: Acute overdose in animf>1if 
results in CNS toxicity; notably, CNS depression, rapid 
gasping breathing, and convulsions. The intravenous me- 
dian lethal dose in the rat was more than 50 mg/kg which is, 
on a mgftn* basis, at least 250 times the maximum recom- 
mended human dose. 

Human Experience: In the registration trials with 
CORVERT Injection, foVir patients were unintentionally 
overdosed. The largest dose was 3.4 mg administered over 
15 minutes. One patient (0.025 mg^) developed increased 
ventricular ectopy and monomorphic ventricular tachycar> 
dia. another patient (0.032 mg/kg) developed AV blbck— 3rd 
degree and nonsustained polymorphic VT, and two patients 
(0.038 and 0.020 mg/kg) had no medical event reports. 
Based on known pharmacology, the clinical effects of an 
overdosage with ibutilide could exaggerate the expected 
prolongation of repolarization seen at iisxial clinical doses. 
Medical events (eg, proarrhythmia, AV block) that occur af- 
t«r the overdosage should be treated with measures appro^ 
priate for that condition. 

DOSAGE AND ADMINISTRAnON 

The recommended dose based on controlled trials (see 
CLINICAL STUDIES) is outlined in the Table below. Ibutil- 
ide infusion should be stopped as soon as the presenting ar> 
rhythmia is terminated or in the event of sustained or non- 
sustained ventricular tachi^cardia, or marked prolongation 
ofQTorQTt. 

[See table at top of previous page] 

In a trial comparing ibutilide and sotalol (see CLINICAL 
STUDIES), 2 mg ibutilide fiunarate administered as a sin- 
gle infusion to patients weighing more than 60 kg was also 
effective in terminating atrial fibrillation or atrial 
flutter. 

In the post-cardiac surgery study (see CLINICAL STUD- 
IES), one or two intravenous infusions of 0.5 mg 
(0.005 mg/kg per dose for patients weighing less than 60 kg) 
was effective in terminating atrial fibrillation or atrial 
flutter. 

Patients should be observed with continuous ECG monitor- 
ing for at least 4 hours foUowing infiision or until has 
returned to baseline. Longer monitoring is required if any 
arrhythmic activity is noted. Skilled personnel and proper 
equipment (see WARNINGS, Proarrhythmia), such as a car- 
dioverter/defibrillator, and medication for treatment of sus- 
tained ventricular tachycardia, including polymorphic ven- 
tricular tachycardia, must be available during 
administration of CORVERT and subsequent monitoring of 
the patient. 

Dilution: CORVERT Injection may be administered undi- 
luted or diluted in 50 mL of diluent. CORVERT may be 
added to 0.9% Sodium Chloride Iiyection or 5% Dextrose In- 
jection before' infusion.' The contents of one 10 mL vial 
(0.1 mg/mL) may be added to a 50 mL infusion bag to form 
an admixture of approximately 0.017 mg/mL ibutilide fiuna- 
rate. Parenteral drug products should be inspected visually 
for particulate matter and discoloration prior to administra- 
tion whenever solution and container permit. 
Compatibility and Stability: The following diluents are 
compatible with CORVERT Iiyection (0.1 mg/mL): \ 

5% Dextrose Ii^ection ^ 

0.9% Sodium Chloride Iiyection 
The following intravenous solution containers are compati- 
ble with admixtures of CORVERT lAjection (0.1 mg/mL): 

polyvinyl chloride plastic bags 

polyolefin bags 

Admixtures of the product, with approved diluents, are 
chemically and physically stable for 24 hours at room tem- 
perature (15' to 30' C or 59' to 86' F) and for 48 hours at 
refiigerated temperatures (2' to 8"C or 36* to 46°?)^ Strict 
adherence to the use of aseptic technique during the prepa- 
ration of the admixture is recommended in order to main- 
tain sterility. 

_ ^ - . -V 
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DEPO-MEDROL9 ]^ 
(methylpredntsolone acetate) 
injectable suspension. USP 

Not For Intravenous Use 
DESCRIPTION 

DEPO-MEDROL Sterile Aqueous Suspension contains 
methylprednisolone Eicetate which is the 6-methyl deriva- 
tive of prednisolone. Methylprednisolone acetate is a white 
or practically white, odorless, crystalline powder which 
melts at about 215' with some decomposition. It is soluble 
in dioxane, sparingly soluble in acetone, in alcohol, in chlo- 
roform, and in methanol, and sli^tly soluble in ether. It is 
practically insoluble in water. The chemical name for 
methylprednisolone acetate is pregna-l,4-diene-3,20-dione, 
2i-(acetyloxy)-ll,17-dihydro]^-6-methyl-, (6et, ll^)-and the 
molecular wei^t is 416.51. The structuial formiila is: 

CHjOCOCHg 
H chT 
H 

H j H 

O 

H CHa 

DEPO-MEDROL is an anti-inflainmatory glucocorticoid for 
intramuscular, intrasynovial, soft tissue or intralesional in- 
jection. It is available in three strengths: 20 mg/mL; 40 mg/ 
mT.; 80 mg/mL. 

Each mL of these preparations contains: 

Methylprednisolone 

acetate 20 mg 40 mg 80 n^ 

Polyethylene ^ycol 3350 ....... 29.5 mg 29.1 mg 28.2 mg 

Polysorbate 80 1.97 mg 1.94 mg 1.88 mg 

Monobasic sodium 

phosphate ; 6.9 mg 6.8 mg 6.69 mg 

Dibasic sodium phosphate 

USP 1.44 mg 1.42 mg 1.37 mg 

Benzyl alcohol 9.3 mg 9.16 mg 8.88 mg 

added as a preservative 

Sodium Chloride was added to adjust tonici^> 

When necessary, pH was adjusted with sodixmi hydroxide 

and/or hydrochloric add; 

The pH of the finished product remains within the USP 
specified range; ie.-S.S to 7.0. 

ACTIONS 

Naturally occurring glucocorticoids (hydrocortisone), which 
also have salt retaining properties, are used in replacement 
therapy in adrenocortical deficiency states. Their synthetic 
analogs are lised primarily for their potent anti-inflamma- 
tory effects in disorders of many organ systems. 
Glucocorticoids cause profoimd and varied metabolic effects. 
In addition, they modiiy the body's imirninft response to di- 
verse stimxUi. 

As of November, 1990, the formulation for DEPO-MEDROL 
Sterile Aqueous Suspension was revised, In a bioavailability 
study with thirty subjects, the new formulation was found 
to be more bioavailable than the previous formulation. An 
increase in the extent of methylprednisolone absorption 
was observed for the new formulation as indicated by sig- 
nificantly increased values for area under the serum 
methylprednisolone concentration curve and maximum 
serum methylprednisolone concentration (see table below). 
No difference in elimination half-life (t,^, calculated from 
the mean terminal elimination rate), was observed between 
the two formulations. No medically, meaningful differences 
between the two formulations were seen in relation to vital 
signs, safety laboratory analyses, formulation effects, local 
tolerance, or side effects. This increase in absorption is not 
considered clinically significant 

Previous Current 

Formulation Formulation 

AUC 0-240 hrs 1053 (47.3)* 1286 (39.2) 

(ng X hrAnL) [133-2297]** [208-22251 

Cmax (ng/mL) 8.98 (65.9) 11.8 (44.1) 

[0-28.5] [3.37-23.4] 

tu2 (hr) 139 139 

[46-990] [58-866] 
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* Coefficient of variation (%) 
*♦ Range of values 

INDICATIONS 

A. FOR INTRAMUSCULAR ADMINISTRATION 
When oral therapy is not feasible and the strength, dosage 
form, and route of administration of the drug reasonably 
lend the preparation to the treatment of the condition, the 
intramuscular use of DEPO-MEDROL Sterile Aqueous 
Suspension is indicated as foUows: 



PHYSICIANS' DESK REFERe^' 



drocortisone or cortisone is the drug of choic^^ ^'^lo^'me 
analogs may be used in conjunction with mi«l?^ ^^^^ hlnck w 



1. Endocrine Disorders 

Primary or secondary adrenocortical 



analogs may be used in coiyunction with mine^ 
coids where applicable; in infancy, minerBjo^ 
supplementation is of particular importance) 
Acute adrenocortical insufBciency (hydrocortw ihfl 
cortisone is the drug of choice; mineralocortia^ ^1'— 
mentation may be necessary, particularly irtj** rtpO-MEDK^' 
thetic analogs are used) '*»*r..t^nn adm 



Preoperatively and in the event of seriovis traua, 
ness, in patients with known adrenal insuffio/ 
when adrenocortical reserve is doubtful: ^^"^ 



^episode or 



Congenital adrenal hyperplasia ytf" ^ ^f,*^^- 

Hsrpercalcemia associated with cancer 
Nonsuppurative thyroiditis 
2. Rheumatic Disorders 

As adjunctive therapy for short-term administm^ 
tide the patient over, an acute episode or eiacwU tfPO^MEDRO 

in: ^ .'..rMMiHit 



itoid art 



t««adylitis 

fc^.tiBiunatic 
^INTRALE 



Post-traumatic osteoarthritis 
Synovitis of osteoarthritis 
Rheumatoid arthritis, including juvenile rheuino^ 

arthritis (selected cases may require low-dose 

maintenance therapy) 
Acute and subacute bursitis' 
Epicondylitis 

Acute nonspecific tenosynovitis 
Acute gouty arthritis 
Psoriatic arthritis 
Ankylosing spondylitis ' 
3. Collagen Diseases 
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selected cases of: 
Systemic lupus erythematosus 
Systemic dermatomyositis (polymyositis) 
Acute rheumatic carditis 

4. Dermatologic Diseases 
Pemphigus 

Severe erythema multiforme 

(Stevens-Johnson syndrome) 
Exfoliative dermatitis 
Bullous dermatitis herpetifomus 
Severe seborrheic dermatitis 
Severe psoriasis 
Mycosis fungoidea 

5. Allergic States 
Control of severe or incapacitating allergic conditiaii 
tractable to adequate trials of conventional 
in: 

Bronchisd asthma 
Contact dermatitis 
Atopic dermatitis 
Serum sickness 

Seasonal or perennial allergic rhinitis 
Drug hypersensitivity reactions 
Urticarial transfusion reactions 
Acute noninfectious laryngeal edema 
(epinephrine is the drug of first choice) 

6. Ophthalmic Diseases 
Severe acute and chronic allergic and inflammatoy;* 
cesses involving the eye, such as: 
Herpes zoster ophthalmicus 
Iritis, iridocyclitis 
Chorioretinitis 

Diffiise posterior uveitis and choroiditis 
Optic neuritis 
Sympathetic ophthalmia 
Anterior segment inflammation . 
Allergic conjunctivitis 
Allergic corneal marginal iilcers 
Keratitis 

7. Gastrointestinal Disease* 

lb tide the patient over a critical period of the <li«* 
in: 

Ulcerative colitis (systemic therapy) 
Regional enteritis (systemic therapy) 

8. Respiratory Diseases ' 
Symptomatic sarcoidosis 

Berylliosis ^ 
Fulminating or disseminated pulmonary tubciw*^ 

when used concurrently wilh appropriate 

antituberoulous chemotherapy 
Loefiler's syndrome not manageable by other nie»*" 
Aspiration pneumonitis 

9. Hennatologic Disorders 

Acquired (autoimmune) hemolytic anemia 
Secondary thrombocytopenia in adults 
Erythroblastopenia (RBC anemia) 
Congenital (erythroid) hypoplastic anemia 

10. Neoplastic Diseases 

For palliative management of: 
Letikemias and lymphomas in adults 
Acute leukemia of childhood 

11. Edematous States ■ jo^' 
To induce diuresis or remission of P">'*'°^J^ 
phroticsyndrome, without uremia, of the" 
or that due to lupus erythematosus 
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N^^S^tions of multiple sclerosis 

ieSwj^^ieningitis with subarachnoid block 
iSef^Sk^^hen^ised concurrenUy with appn 

SicbiB^^^S?^^ SOFTTLSSUE ADMINIS- 

TB-'^^S-nROL is indicated as ailjunctive therapy for 
; D£P0-^^3^Si£tration {to tide the patient over an 
' or exacerbation) in: 

^f^Ttoid arthritis 
Sri^tbacute »>ursitis 
:S!:^ty arthritis 



«t 



hypertix)phic. infiltrated, inflammatory lesions 



ditioDi] 



ata7F 



1,1,-0 olanus, psoriatic plaques, 

g^cus (neurodermatitis) 
S«oid lupus erythematosus 
jSrobiosisUpoidicadiabetirocum - 

nFwSwSL also may be useful in cystic tiimor^ of 
^ Iponeurosis or tendon (ganglia). 
-n^TRAiNDICAnONS 
w nFM-MEDBOL Sterile Aqueous Suspension is contrmndi- 
^ ^^Pwfnt^iecal administration. Reports of severe med- 
t^^ST^eSiTSsoSS with this route of admmis- 
*^,rDE?0-SSDSns contraindicated for ns. in 
h.«^t8 b«ause the formulation contains bens^ 
SrS^TScSEJ has been reported to be assomt^l 
£tal -gasping syndrome' in premature mfants. 
n^J(fj^R0M8 also intiaindicated in systemic fim^ 
LSSS patients with known hypersensitivity to the 
produrt and its constitutents. 

f AHNINGS ^ „ 

Tfe product contains benzyl alcohol which i» potentially 
^ when administered locally to neural tissue. 

usS of DEPO-MEDROL Sterile Aqueous 
^om a «nfllB vial require .p«:i.l j» '^-f 
Suction. Although initially sterile, any 
rStomay lead tb contamination unle« strict a«pric 
Lttque is observed. Particular care, such as use of dis- 
posable sterile syringes and needles '""•^•?]f- 
ScrystaU of adrenal steroids m the **»^«J"J2J^ 
WtonStory reactions, their presence 
F«ion of the cellular elements and Phy«J«hemkal 
5w In flround substance of tiie 
Iht^nt infrequently occurring 
^ changes may form depressions in the skin ««« 
fon iif. The degree to which thU reaction oc«irs v^'V 
^ the amount of adrenal steroid injected: 
ii usually complete wrtthin a few months »" 
toboftho adrenal steroid have been absorbwi. 
b order to minimize the Incidence of dermal a^*™**^ 
ma •trophy, care must be exercised not to ex^ n»com- 
doses in Iniections. I«uttiple small miections hjto 
tht *re« of the lesion should be made whenever P«^W; 
ThttKhnique of intntsynovial and intramuscular injection 
ihwild include precautions against injection or leakage 
wo die dermis. Iniection into the deftoid muscle »h<»"Wbe 
woided because of a high incidence of subcutaneous atro- 

hi* critical that during administration of DEPCMWIEOROL 
»PPiopriate technique be used and care taken to assure 
propei placement of drug. ' 

Inpatients on corticosteroid therapy subjected to a^un- 
wual stress, increased dosage of rapidly acting corticoster- 
«d3 before, during, and after the stressM sitiiation is mdi- 
cated . , 

Carticasteroids may mask some signs of infection, and new 
^nfecuons may appear during their use. There may be de- 
^fwuied resistance and inability to localize infection when 
»rtico3ten)ids are used. Infections with any pathogen m- 
duding viral, bacterial, fimgal, protozoan or helminthic m- 
*«tiotis. in any location of the body, may be associated wiUi 
■Jw iise of corticosteroids alone or in combination with otter 
"nmunosuppressive agents that affect cellular immumty. 
iiuinoral immunity, or neutrophil function. 
These infections may be mild, but can be severe and at 
Jmes fatal. With increasing doses of corticosteroids.^^me 
of occurrence of infectious compUcations mcreasM. Uo 
«*i use inti-a-articularly. intrabursally or for intiatendmous 
^dmmistration for locoi effect in tiie presence of acute mtec- 
lion, 

P«>longed use of corticosteroids may P«^'f^J«^"'*"Si 
^Psular cataracts, glaucoma with possible dama^ to the 
«Pt« nerves, and may enhance the establishment of second- 
ly ocular infections due to fungi or vmises. . 

in pregnancy. Since adequate human jeprodud^on 
studies have not been done witii corticosteroids, the use of 
„ ttetf *we drugs in pregnancy, nursing mothers, or women of 
?W t5 *a<lbeai2« poten^l requires that the possible benefits of 
't*^*^ tfc^i^ weighed against the potential hazards to the 



mother and embryo or fetus. Infants bom of mothers who 
iSved substential doses of corticosteroids durmg 
^iiSS should be carefully observed for signs of hypo- 

t^^t'^A large doses of cortisone or hydrocortisone «m 
S^S^?levationlf blood pressure, salt and water retention. 
3LaS^ excretion Jf potessium. These ^ffe^ 
likely to occur with the syntiietic derivatives except when 
aSd iTlSge doses. Dietary salt restriction and potassium 
^^pl^me^tion may be necessary. All corticostert>ids m- 
crease calcium excretion. , . 

Administration of live or Uve. attenuated vaccmes « contra_ 
in patients receiving ^^^'^Pf'^^JZad 
corticosteroids. Killed or inactivated vaccines may be ad- 
^Stered to patients receiving immunosuppressive doses 
STtSSeroids; however, tiie response to v^^^ 
may be diminished. Indicated immunization procedures 
ma? b^ undertaken in patients receiving nommmunosup- 
nressivis doses of corticosteroids. , - u k» 

The use of DEPO-MEDROL in active tuber^losis should be 

to tiiose cases of fiilminating or 
berculoais in which the corticosteroid is used for the man- 
^e?t of the disease in coiyunction witii appropriate an- 

S^*S:^™rrSidicatedinpatiente^^^^ 
J^sis or tubercuhn reactivity, close observati^ is neocs- 
Zy as reactivatiou of the disease may o^^^lli^ 
longed corticosteroid therapy, these patients should receive 

B^T^LT^i't^tances of anaphylactoid reactions have 
S^^dTn patiente receiving parenteral corti«,stero^ 
S^py appropriate precautionary measures should be 
Sen Jrio? to Jdminis^ration. especiaUy when the patient 
has a history of allergy to any drug. 

Persons who are on drugs which ^"PP^^the immune ^- 
tem are more susceptible to infections ^^an healthy mdi^ 
viduals. Chicken pox and measles, for example, «^ ^ 
more^rious or even fatal course in non-unmune ^^^dren or 
aduTts on ^rticosteroids. In such ciiiidren or ^f^^^ 
Sve not had these diseases, particul^ care ^^^^^ be token 
to kvoid exposure How tiie dose, route and duration of cor- 
ticSSSiid^inistration affecU the risk of d^velopmg a 
Sminated infection is not known. The contiibution of the 
SriS^ disease and/or prior ^ti^'f "^^^^^f^^ 
S risK also not known. If exposed to dudtenpox, ^ 
phylaxis with variceUa zoster immune globubn (VZlG)m^ 
be iSted. If exposed to measles, P^^Pt'^^T,'"^^ 
StJ^Scular ii^^lobulin (IG) may be ^^^^ <^ 
the respective package inserts for complete ^2^° ^J^, 

information.) If chicken pox develops, 
SSTStMral agents may be considered. Smnlarly, cort^ 
Ceroids should be used with great caro in Pat^«^>« 
^^wTor susoected Strongyloides (threadworm) infesta- 
SrSi such SSSto, co^tezoid-induced immunosuij 
p^sSn may lead to Strongyloides hypennfecti^ and 
SS^mination witii widespread larval ""^^"^^^^^^i 
companied by severe enterocolitis and potentially fatal 
gram-negative septicemia. 
PRECAUTIONS 

g^Cg-lSd^'^^ndary adrenocortical ins^^^ 
BrinLized by gradual reduction of dos^. J^^^*" 
ative insufficiency may persist for montiis after d^"^^' 
STf therapy; therefore, in any situation of stiess 
^^S^ d^ tiiat period, hormone tiierapy should be re- 
StiS sS^ mineralocorticoid secretion may be im- 
^lit^d/or a mineralocorticoid should be adminis- 

SiSnation of^e contents is 

2^ Trt benzalkonium chloride is not an adequate anti- 
i:^?c*S Verilizing DEPO-l«EDROU .Starile^Aqu^u. 
Suspension muWdose vials. A P*^*»«"»-««**" V;*^ °" " 
SSSar product I, recommended to^/«??fL?* 
SJor to aspiration of contents. (See WABN1NGS.1 

Sere enhanced effect of cortic^teroids in patients 

with hypothyroidism and in tiiose with cuThoais 
Srtic^roSs should be us^ cautiously ^V^^^ 
ocular herpes simplex for fear of corneal perforation. . 
SeTowS^ibfe dose of corticosteroid should boused to 
S^trTtiie STdition under treatinent. when i^uction 
S dosage is possible, tiie reduction must be gradual. 
Psyc^derangemente may appear when <»rti«^"^^^ 
used ranging from euphoria, msomma, f ^T*^ 
Sity Sges. and severe depressiori to ^.^y^ 
m^Statior^ Also, existing emotional ^^J^J^- 
Siotic tendencies may be aggravated by corticosteroids 
Steroids should be used witii caution in noaspe<^c mJcct- 
ative coUtis. if tiiere is a probability of impendmg perfora- 
Son!ate«L or ottier pyogenic i^^**?"" ^^^^^S^i ^ 
in diverticulitis, fresh intes^ ^^"^T^'^^ 
?ve or latent peptic ulcer renal ^^"^^^^J"^^^'^ 
osteoporosis, and myastiienia gravis, when steroids are 
used as direct or adjunctive tiierapy. . ^ 

Growth and development of infante and <±i<^» °f 
^^corticosteroid tiierapy should be carefuUy foUowed. 
Kami's sarcoma has been reported to occur m patients re- 
cSJ^^roid therapy. Discontinuation of cortices 
steroids may result in clinical remission. 
Th£ following additional precautions apply for^renterai 
r^ic^S. Intrasynovial mifction of a corticosteroid 
may produce systemic as well as local effecte. 



Appropriate examination of any joint fluid present is neces- 
sary to exclude a septic process. ™aiun„ 
Amarked increase in pain accompanied by local sweUmg. 
SXr restn'Sion of jSint motion, fever and makuse are 
SSive of septic arthritis. If tiiiscompbcation occurs and 
thf^inosis of sepsis is confirmed, appropriate antimicro- 
bial therapy should be instituted. , . , ^ j - • ;„ 
E^iSeSon of a steroid into a previously mfected jomt is 

S^^S^sSis should not be injected into <jnsteble jomto. 
iSeSower rate of absorption by intramuscular admuustia- 

MSioSS^l.ntiXnSScal trials have shown corticoster- 
^£t^i Effective in speeding the re»olutiWaaite exac- 
erbations of multiple sclerosis, tiiey do not 
Steroids affect tiie ultimate outcome o'"/^*^,^^.'^! 
SisesL The studies do show tiiat relatively high doses 
rfcoSSrirds are necessary ^B^Jf^J',''^'^'' 
^flWtVaee DOSAGE AND ADMINISTRATION.) 
sSS' SpSSSn^ of tieatinent -^th glucocorticoids'^ 
dSSident on tiie size of tiie dose and tiie duration of tieat- 
ment a Skrt^nefit decision must be made m each m(hvid^ 
5S ca^e^ to dose and durati^on of treatment aj^as to 
whether daily or intermittent tiierapy should be used. 

?S^%SSeS interactions listed below ar^ 
notentiaU^inically important. Mutual inhibition of metel^ 
^m'^Sfs with^ concurrent use of .^<=»3^^^ 
metiiylprednisolone; tiierefore. it is possible that adverse 
Srente witii tiie individual use rfeitiier ^ mg 

S more apt to occur. Convulsions have ^^^^^^J^^ 
Lcurren? use of methylprednisolone «»d cydospo^. 
Drugs tiiat induce hepatic enzymes such as P^«J°Jarbit^. 
Xnytoin and rifampin may increase the clearance of 
meth^rednisolone and may require incases m 
meSylp^solone dose to achieve tiie desued response. 
S such as troleandomycin and ketoconazole m^^^ 
S^etebolismofmeUiylprednisolai^ancrtiiusd 
clearance. Therefore, tiie dose of metiiylpredmsolone should 
be titrated to avoid steroid toxicity. ■ ■ ' .vl^„;^ 
Seth^prednisolone may increase tiie ^l^a^o^^^j 
iSh dose aspirin. This could lead to decreased s^cyla^ 
^ I'eSor increase tiie risk of fali?yl-te ^"f 

variable. There are reports of enhariced as ''elf ^.^^^ 
ished effecte of anticoagulant when g^ven concunentiy witih 
corticosteroids- Therefore, coagulation mdices should be 
monitored to maintain tiie desired anticoagulant effect. , 

Information for the Patient ™+;.^ 
™^ns who are on immunosuppressant doses of corti^ 
siroids should be warned to avoid ensure to ^-J^^^P^ 
ormeasles. Patiente should also be advised that thgr are 
exposed, medical advice should be sought wiUiout delay. 
ADVERSE REACTIONS 
Ruld and electrolyte disturbances 
Sodium retention 

Fluid retention . 
Congestive heart failure in susceptible patiente 

Potassium loss 
Hypokalemic alkalosis 
Hypertension 
Musculoskeletal 
Muscle weakness 
Steroid myopathy 

Loss of muscle mass ... 
S^'^S?^, particulariy of tiie Achilles tendon 
Vertebral compression fractures 
Aseptic necrosis of femoral and humeral heads 
Pathologic frwAure of long bones 
Gastrointestinal ^ _f 

Peptic ulcer with possible subsequent perforation 

and hemorrhage 
Pancreatitis 
Abdominal distention 

Ulcerative esophagitis opixn ssnartate 
Increases in alanine transaminase (ALT SGPT), as^te 
transaminase (AST, SGOT), '^d jdkahne phos^tase 
1 i,o«.™«1 fnllowinff corticosteroid treatment. 



transaminase (ASr, e>wij, I 
have been observed following corta<»steroid ^^toent 
^ese changes are usually small, not associated witii any 
dinical syndrome and are reversible upon 
discontinuation. 
Dermatologlc 
Impaired wound healing 
Thin fragile skin 
Petechiae and ecdiymoses 
Facial erytiiema 
Increased sweating 
May suppress reactions to skm tests 
Neurological 

Convulsions , 
Increased inti^cranial pressure witii papiUedema 
(pseudotumor cerebri) usuaUy after treatment 

Contlnuad on next page 
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Vertigo 

Headache 

Endocrine 

Menstrual irregularities 
Development of Cushingoid state 
Suppression of growth in children 

Secondary adrenocortical and pituitary unresponsiveness, 
particularly in times of stress, as in trauma, surgery or . 
illness ■ , 

Decreased carbohydrate tolerance 

Manifestations of latent diabetes mellitus 

Increased requirements for insulin or oral hypoglycemic 
agents in diabetes 

Ophthalmic 

Posterior subcapsular cataracts 

Increased intraocular pressure 

Glaucoma . . 

EiKophthalmos 

M«t8bolic 

Negative nitrogen balance due to protein catabolism 

Hie following additional adverse reactions are related to 

parenteral corticosteroid .therapy: . 

Anaphylactic reaction . 

Allergic or hypersensitivity reactions 

Urticaria 

Hyperp^mentation or hypopigmentation ■ 
Subcutaneous and cutaneous atroj^iy 
Sterile abscess 

buection site infections following non-sterile administration 

(see WARNINGS) 
Postipjection flare, following intrasjmovial use 
Charcot-like arthropathy 

Advers* Reactions Reported with the Following Routes of 

Administration 

brtrathecai/Epidural 

Aracfant^ditis 
Meningitis 

Paraparesia/paCraplegia 
Sensory disturbances 
Bowel/bladder dysfunction 
Headache 
Seizure. . . 
Intranasal 

ifemporary/permanent visual impairment including 

blindness 
Allergic reactions 
Rhinitis 
Ophthalmic 

Ifemporary/permanent visual impairment including 

blindness 
Increased intraocular pressure 

Ocular and periocular inflammation including allergic 

reactions 
Infection 

Residue or slou^ at ixyection site 

iWliscallaneous iniection sHes (scalp, tonsillar &uces, sphen- 
opalatine ganglionVblindness 

DOSAGE AND ADMINISTRATION 

Because of possible physical incompatibilities, 

DEPO-MEDROL Sterile Aqueous Suspension should not be 

diluted or mixed with other solutions. 

A. Administration for Local Effect 

Therapy with DEPO-MEDROL does not obviate the need 
for the conventional measures usually employed. Altliough 
this method of treatment will ameborate symptoms, it is in 
no sense a cure and the hormone has no effect on the cause 
of the inflammation. 

1. Rheumatoid and OsteiMrthritis. The dose for intra-arti- 
cular administration depends upon the size of the joint and 
varies with the severity of the condition in the individual 
patient. In chronic cases, iiyections may be repeated at in- 
tervals ranging from one to five or more weeks depending 
upon the degree of relief obtained from the initial ii\jection. 
The doses in the following table are given as a general 
guide: .\ 



Size of Joint 


Examples 


Range of Dosage 


Large 


Knees 
Ankles 
Shoulders 


20 to 80 mg 


Medium 


Elbows 
Wrists 


10 to 40 mg 


Small 


Metacarpophalangeal 
Interphalangeal 
Stemoclavicxilar 
Acromioclavicular 


4 to 10 mg 



Procedure: It is recommended that the anatomy of the joint 
involved be reviewed before attempting intra-articular in- 
jection. In order to obtain the full anti-infiammatory effect it 
is important that the injection be made into the synovial 
space. Employing the same sterile technique as for a lumbar 
puncture, a sterile 20 to 24 gauge needle (on a dry syringe) 
is quickly inserted into the synovial cavity. Procaine infll- 



tration is elective. The aspiration of only a few drops of joint 
fluid proves the joint space has been entered by the needle. 
The ir\jection site for each Joint is deUrmined by that loca- 
tion when the synovial cavity is most superficial and most 
free of large vessels and nerves. With the needle in place, the 
aspirating syrmge is removed and replaced by a second sy- 
ringe containing the desired amount of DEPO-MEDROL. 
The pliinger is then pulled outward sli^tly to aspirate sy- 
novial fluid and to make sure the needle is still in the jo- 
vial space. After injection, the joint is moved gently a few 
times to aid miTing of the synovial fluid and the suspension. 
The site is covered with a small sterile dressing. 
Suitable sites for intra-articular injection are the knee, an- 
kle, wrist, elbow, shoulder, phalangeal, and hip joints. Since 
difficulty is not infrequently encountered in entering the hip 
joint, precautionB should be taken to avoid any large blood 
vessels in the area.. Joints not suitable for iiyection are 
those that are anatomically inaccessible such as the spinal 
joints and those like the sacroiliac joints that are devoid of 
synovial space. TVeatment failures are most frequently the 
result of failure to enter the joint space. Little or no benefit 
follows injection into BinToundii^ tissue. If failures occur 
when iiyections into the synovial spaces are certain, as de- 
termined by aspiration of fluid, repeated iiyections are usu- 
ally fiitile. Local therapy does not alter the underlying dis- 
ease process, and whenever possible comprehensive therapy 
including physiotherapy, and orthopedic correction should 
be employed. 

Following intra-articular steroid therapy, care should be 
taken to avoid overuse of joints in which symptoinatic ben- 
efit has been obtained. Negligence in this matter may per- 
mit an increase in joint deterioration that will more than 
offset the beneficial effects of the steroid. 
Unstable joints should not be irgected. Repeated intra-arti- 
cular injection may in some cases result in inatalnli^ of the 
joint. X-ray follow-up is su^ested in selected cases to detect 
deterioration. 

If a local anesthetic is used prior to injection of 
DEPO-MEDROL, the anesthetic package insert should be 
read carefully and all the precautions observed. 

2. Bursitis. The area around the ii\iection site is prepared in 
a sterile way and a wheal at the site made with. 1 percent 
procaine hydrochloride solution. A 20 to 24 gauge needle at- 
tached to a dry syringe is inserted into the bursa and the 
fluid aspirated. The needle is left in place and the aspirating 
syringe changed for a small syringe containing the desired 
dose. After iiyection, the needle is withdrawn and a small 
dressing applied. 

3. Miscellaneous: Ganglion, Tendinitis. Epicondvlltis. In the 

treatment of conditions such as tendinitis or tenosynovitis, 
care should be taken, following application of a suitable an- 
tiseptic to the overlying skin, to irgect the suspension into 
Uie tendon sheath rather than into the substance of the ten- 
don. The tendon may be readily palpated when placed on a 
stretch. When treating conditions such as epicondylitis, the 
area of greatest tenderness should be outlined carefully and 
the suspension infiltrated into the area. For gaiiglia of the 
tendon sheaths, the suspension is injected. directly into the 
cyst. In many cases, a single injection causes a marked de- 
crease in the size of the cystic tumor and may effect disap- 
pearance. The usual sterile precautions should be observed; 
of course, with each injection. . 
The dose in the treatment of the various conditions of the 
tendinous, or bxirsal structures listed above varies with the 
condition beinz treated and ranges from 4 to 30 mg. In re- 
current or chronic conditions, repeated injections may be 
necessary. 

4. Injections for Local Effect in Dermatolog^e Conditions. 

Following cleansing with an appropriate antiseptic such as 
70% alcohol, 20 to 60 mg of the suspension is ii\jected into 
the lesion. It may be necessary to distribute doses ranging 
from 20 to 40 mg by repeated local injections in the case of 
large lesions. Care should be taken to avoid injection of suf- 
ficient material to. cause blanching since this may be fol- 
lowed by a small slough. One to four injections are usually 
employed, the intervals between injections varying with the 
type of lesion being treated and the duration of improve- 
ment produced by the initial injection.. 
When multidose vials are used, special care to prevent con- 
tamination of the contents is essential. (See WARNINGS.) 
B. Administration for Systemic Effect. 
The intramuscular dosage will vary with the condition be- 
ii^ treated. When employed as a temporary substitute for 
oral therapy, a single injection during each 24-hour period of 
a dose of the suspension equal to the total dtiily oral dose of 
MEDROL® Tablets (methylprednisolone) is usually suffi- 
cient. When a prolonged effect is desired, the weekly dose 
may be calculated by multiplying the daily oral dose by 7 
and given as a single intramuscular injection. 
Dosage must be individualized according to the severity of 
the disease and response of the patient. For infants and 
children, the recommended dosage will have to be reduced, 
but dosage should be governed by the severity of the condi- 
tion rather than by strict adherence to the ratio indicated by 
age or body weight. 

Hormone therapy is an a^unct to, and not a replacement 
for, conventional therapy. Dosage must be decreased or dis- 
continued gradually when the drug has been administered 
for more than a few days. The severity, prognosis and ex- 
pected duration of the disease and the reaction of the pa- 
tient to medication are primary factors in determining dos- 
age. If a period of spontaneous remission occurs in a chronic 
condition, treatment should be discontinued. Routine labo- 
ratory studies, such as urinalysis, two-hour postprandial 



blood sugar, determination of blood pressure and body 
wei^t, and a chest X-ray should be made at r^ular inteN 
vals during prolonged therapy. Upper GI X-rays are desi^ 
able in patients with an ulcer history or sig n i fi cant dyspejy. 
sia. : . 

In patients with the adrenogenital symlrome, a sm^ ia. 
tramuscular injection of 40 mg every two weeks may be ad- 
equate. For maintenance of ptatients with riieumatoid s^ 
thritis, the weekly intramusiMlar dose will vary frtrm 40 to 
120 mg. The usual dosage for patients with (fermatolocfc 
lesions benefited by systemic corticoid therapy is 40 to 
120 mg of methylprednisolone acetate administered intra- 
muscularly at weekly intervals for one to four weeks. In 
acute severe dermatitis due to poison ivy, relief may result 
within 8 to 12 houre following intramuscular administra- 
tion of a single dose of 80 to 120 mg. In chronic contact dex- 
matitis repeated injections at 5 to 10 day intervals may be 
necessary. In seborrheic dermatitis, a weekly dose of 80 mg 
may be adequate to control the condition. 
Following intramuscular administration of 80 to 120 mgto 
asthmatic patients, relief may result within 6 to 48 houn 
and persist for several days to two weeks. Similarly in pa- 
tiente with allergic rhinitis {hay fever) an intramuscular 
dose of 80 to 120 mg may be followed fey relief of coryaal 
symptoms within six hours persisting for several days to 
three weeks. 

If signs of stress are associated with the condition being 
treated, the dosage of the suspension shonld be increased. 
If a rapid hormonal effect of maximum intensity is re- 
quired, the intravenous administration of hi^ily soluble 
methylprednisolone sodium succinate iia indicated. 
Multiple Sclerosis 

In treatment of acute exacerbations of multiple sclerosis 
daily doses of 200 mg of prednisolone for a week followed bj 
80 mg every other day for 1 month have been shown to be 
effective (4 ing of methylprednisolone is equivalent to 5 mg 
of prednisoloneX 

HOW SUPPLIED 

DEPO-MEDROL Sterile Aqueous Suspension is available in 
the following strengths and package sizes: 



20 mg per mL 

5 inL multidose vials 
40 mg per mL 

5 mL multidose vials 
25 X 5 mL multidose vials 

10 mL multidose vials -. 
25 X 10 mL multidose vials 
SOmgper.mL 

'5 mL multidose vials 
25 >: 5 mL multidose vials 



NDC 0009-0274-01 

NDC 0009-0280-02 
NDC 0009-0280-61 
NDC 0009-0280-03 
NDC 0009-0280-62 

NDC 0009-0306-02 
NDC 0009^0306-12 



Store at controUed room temperature 20" to 25*0 (68* to 

77'F) [seeUSPl. 
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DEPO-MEDROL® ^ 

methylprednisolone acetate 
injectable suspension. USP 
Single-Dose Vial 
Not For Intravenous Use 

DESCRIPTION 

DEPO-MEDROL Sterile Aqueous Suspension contaiiu 
methylprednisolone acetote which is the 6-methyl d^^* 
tive of prednisolone. Methylprednisolone acetote is amu» 
or practically white, odorless, crystalline powder wbtfj 
melts at about 215* with some decomposition. It i* .'"*^ 
in dioxane, sparin^y soluble in acetone, in alcohol, in 
roform, and in methanol, and sli^tiy soluble in 
practically insoluble in water. The chemical name for ni»J" 
ylprednisolone acetate is pregna-l,4-diene-3,20-dioW. *^ 
(acetyloxy>-ll,17-dihydroxy-6-methyl-,(6a. Upland the mo- 
lecular weight is 416.51. Tile structural formula a: 




H CH, 

DEPO-MEDROL is an anti-inflammatory e*""^'^"^^ 
intramuscular, intrasynovial, soft tissue or intralesio**^ 
jection. It is available as single-dose vials in two stren*"^ 
40 mg/mL; 80 mg/mL. 



Infomiation wiO be supOTsedad by supplement!^ and subsequent sdhions 



